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Bispecific antibody for cancer treatment - composed of an anti C-@erb@ 
@B@-2 gene prod, monoclonal antibody and an anti CD3 monoclonal 
antibody 
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Priority Data (CC No Date): JP 91344502 (911226) 
Abstract (Basic): JP 05170667 A 

The antibody is composed of an anti C-@erb@ @B@-2 gene prod, 
monoclonal antibody and an anti CD3 monoclonal antibody. More 
specifically, the anti C-@erb0 @B@-2 gene prod, monoclonal antibody is 
SER-4 and the anti CD3 monoclonal antibody is OKT-3. 

USE/ADVANTAGE - The bispecific antibody is effective for 
cancer treatment. 

Examples are as follows: (1) immunisation of animal and 
prepn. for an antibody producing cells where 6 week old BALB/c mouse 
was immunised with human breast carcinoma cell SK-BR-3 (ATCC HTB 30) 
and after final immunisation, spleen was extirpated and red blood cells 
removed were used for cell fusion; (2) prepn. of mouse myeloma cells 



where 8-azaguanine-resistant mouse myeloma cell line P3 -X63 -Ag8653 was 
used, (3) prepn. of hybridoma where mouse spleen cells obtd- by (1) and 
mouse myeloma cells (2) were mixed in a ratio of 10 : 1 using PEG-1000 
as accelerator, fused in MEM-DMSO mixed soln. , hybridoma being selected 
by twice cloning on HAT medium; (4) prepn. of an monoclonal antibody 
where pristine treated 8 week old nude female mouse was used; and (5) 
prepn. of a bispecific antibody where obtd. monoconal antibody OKT-3 
and monoclonal antibody SER-4 were used, and fragments Fab' -S-NB and 
Fab'-SH prepd. from these monoclonal antibodies were mixed at 1 : 1, 
incubated at room temp, for 4 hrs. and produced reconstructed F(ab')2 
was isolated as a bispecific antibody. Dwg.0/4 
Derwent Class: @B04@; @D16@; 

Int Pat Class: @A61K-039/ 395@ ; @C07K-015/28@; @C12N-005/20@; @C12N-015 /06@ ; 
@C12P-021/06@; @C12P-021 /08@ ; @C12 P-021 / 080 @C12R-001-91@ 
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1 

[0 0 0 1] 
[0002] 

-(Nature). 316i. 354-356 (1985), 314^. 628-631 

(1985)] . AMX'<v'7-< 2-D<DS;^o 

[0 0 0 3] AM X'>^->7-i'!y^tt^*:*f^SS-r5;trJ*i: 

bTtt, 2oo-i'5iy4^D:/'j>5i^&N-y-i'-»-f 

5 i?;i-3-(2- h! U y;Pv'5':t-;V)-:/n b!:^-:^^- h CN- 
succlniiiiidyl-3-(2-pyridyldithiol)-propionate3 "^S- 

^'f H CS-acetylmercaptosuccioic acid anhydride] 

• xi?X'<U;*>'^'Jl" ->>(!. Exp. Me 
d.). 163. 166-178 (1986)3 . -i^a-J ^nzf^^y^ 
©Fab 7 7 i';* > h t* 5 U Sife^ LT^^A < i^Si-r « 

(Eur. J. Immunol.), 19. 1437-1441(1989)] IS.Eim.'^ 

[0 0 0 4] figfS^ltllK^SICirjT, mCD3^y 

KLancet),335, 368-372(1990), 'fA/Di^- 

• h')x-(Immunol. Today), 12 .51-54 (1991)] . t> 

[0 0 0 5] b hc-erbB-27'n h:*->n>?->g<^Offl 
H ^ 'f > ^gS^TS* / D-:h;P*t*|c^o < ^ n 

>H ••fe;V7--A*'f :tnv-(Mol. Cell. Bio.), _?. 11 
65-1172 (1989). :t^r5*;i' • V^-^T'r-i • 



2) #Hip5-1 7 0 6 6 7 

2 

>:^T5'->a>(Bio.Soc.Trans.). 16, 675-677 (198 
8)) . 
[0 0 0 6] 

[0007] 

bB-2aeTS<i5»t / D-:^;^gift:tg^cD3ty n- 

tti^-C^^, c-erbB-2ae?t-€-©*i^«, a>«rOth 
-e, iiCD3t/i?n-:J-;VSt#tSi;c-erbB-2tyi?n- 

[0 0 0 8] £ATK*l69g'£fiPlBB«cra-r5. c-erbB-2 

imaBietSM^^-frTA'f:/'; H-vSf^ML. c-er 
bB-2jte?-S'^&5SSUTVi^)lietRiSU. C-erbB-2 

-:^;^^^#:^jS^•r5A-f:/•J H--7?£S*?-r«). ^a 

>Aj!>7Afea:-eiKKUfcfe©*Sic-erbB-2jte^ 

^||&tyi'^-:^;l/fi^^♦:©«s^r^#:^:UT^p«■r*. cd 

nTVi50KT-3;^f©A'f :r'J H— 7SfflliTS4-rS 

[0 0 0 9] ::©J;5tL.T#&ns2a©t/i'n- 
:J-Jl'fii(*:*<::/->>'-^A;U >-T?«iaU F(ab' )t 79 
i^^>h*#-5. 3 SIC, ;:n6i£-€-n^ni?5"*Xk 
-f h-;KDTT)-ftt*?£ffiV>TS7n'r^JitfcJ;0, )S» 
©SH-»*^«Fab'-SH}C^«i-r-5. ^^Ctf^ ^.A^-* 
©Fab' -SH ?£5. 5' -S?5':i-liX-2-n VU^y^Z-iv^r 
->-y H(DTNB);it*-C^&a-r-5::tiCj;0Fab' 75^^^ 
40 h©- hD'<>if>S|^(^cT*^Fab'-S-NBlC^^-r 
^. #5n-5Fab'-SHtFab'-S-NBt4jM^b. Fast Pro 
tein Liquid Chromatography(FPLC)ifti!T?i^S1"S^t 
tJcO, AMX^'>7>f s/i^^i^SfpK-rS. 
[0 0 10] PXV\Z. *5!W©A*'fX'^->7^ yi'laft: 
©fS3g)*£S^SBICSi?^-r-5. 

(1) %mom.tmm^m<r>m: 

c-e rbB-2»e? ElSHC^t-r 5 / n —jr}V^1^(D^ 
M: 3~2 OS'^WV^Xifctt^-^ hCfiiilg (c-erbB 

-2aeTj£«5£!ti5fisixT»rsi,)aBsa) s^ut. ^© 
5» «|!^©B. 'j>Aas, imM^o^mt^u^u'sscf 
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3 

h (Complete Freund's Adjuvant) , *ifcJi*Kft;7;i' 

[0 0 11] m^(OWL^\i. i|il@©19:#»^i~2ffl 
5-10 iHifTP, ^i9:-^^3 ~ 7 a B 

ft&m^m m^f^mi^m (el i sAm •. 

[0 0 12] CD3fc?frs*yi7n-:^;i'ta#:©fPS: 
3~2 0ja<&OV':;X*&tt75/hfceiIS (hh^ffifjii 

-rs^ttrjiOfT^, $i!g©ia^tt, iiHiB©s-¥©m 

l~2jifflfc^tC5~l OEffP. =&S#«3~7HB 

\zm&i»mm^*)misih, ^-©jia^**giKtEjst-^;i 

^•©jfa«*<i-5)'i^Si#:fiS&^bfcV'>x*ifctt7 

[0 0 13] !»mmt^'smmi^<Dm^izm-^\z&Tc 

iS't^fS (1.200rpm. 5^) bfc^, ±«^j§T, 
h'JX-«ft;7>^r:'^AM«JS (pH7.65) -ei~2^> 

[0 0 14] (2) wmm^(Dmm 

fflfS, 8-rifi^yr:>«eT'>X (BALB 

/c*3fe) #ilMifflBa»P3-X63Ag8-Dl(P3-Ul) C3-nlf 
T> • • • a / nj;— (Eur. J. Immuno 

I.). 6_. 511-519 (1976)] , SP2/0-Agl4(SP-2) C^-l" 
^V-(Nature)j276. 269-270 (1978)) , P3-X63-Ag865 
3(653) :t:/-'f AyDi?-(J.Immuno 

l.),123. 1548-1550 (1979)) , P3-X63-Ag8a63) C^'f 
^'V-Ofature)^, 495-497 (1975)) f3:Eiflm\>^^n 
^. e:n5©)fflBa»tt> 8-71fi^7ri>^a CRPMI-l 
640^m\Zif)V'SfS.> (l.SmM) . 2 -;>i;|/;jt;:/ hX^/ 
-)V (5x10-6 M) , >'x>;S'-7-f (10/xg/ml) 

^J:UW^siim (PCS) (csLttS, loas) *iin 
7n> (ISug/ml) ^mfc^*) TSif^-rs**, «a 

liaU^© 3 ~ 4 B Wt:iE^l§%«CiBft iM^^fc 2 X 



(3) !^M¥5-1 70667 

4 

[0 0 151 (3) mmi-^ 

(1) T^6]gEUfc&><r®$i#]S4«BSat (2) T^^n 
fc#{iHiiffliaSMEM«»*fc«P B S (U >^-± h 
U':?^ 1.83g, U>K-*U':7A 0.21g, 7.65 
g, il®*l«J'y h)P, PH7.2) TJ;<ife#U 

tt^s^aesa : #fiii«ffliia= 5 ~ i o 1 \zfi^^ 

^S^U, S'&^J^BI tt.200rpiE. 5i>) Ufcg^, ±«?& 
itT. fl:ilSbfcifflll§if$i:<a<Lfc^, jSJ^ua:*^ 
10 ^, 3 7'C-e. #>jx5^^>i^>j3-;u-i,ooo (pe 

G-1,000) 2 iAEUmm2ml^^Zfz^;^^)VX 
;U*+->H0. 7ml ©Ji8K0. 2~lml/l 0'^^ 
M^mS&^m^. l~2^^raftfcMEMt&^l~2ml 
*ScleIlnA&^, MEMS«?£Jin;lTiktt*t5 Om 1 fc 
a:5J;-5fc-r^, S-ti)-®! (900rpm. 5i» ±«£ 

^mL^. '^mvx^^'^Mzmm^HATmm ge^ 

«»tt:^?^t^>5^> (10-*M) . g^55^> (1.5X10 
-^M) cfectC^T^y/v^'J^ (4X10-'M) *iinx.fctff 
ffl) 1 0 Om 1 tf KSSS-rs, 
[0 0 16] cofgSiKSO 6/ctSSffl:/l^-hfci 0 

Om l/T^CT^iJ-ffiU 5%COj 'f>+3.'^-^'- 
3 7'C-e7~l 4BP4^«-r5. ««±Sf 
©-?$^£tDe^^feiffiiB!lJ£j*!ftf»CJ;0, c-erbB-2jlg 
^Sife^S^aLTViSifflBatMl&b, c-erbB-2aem 

SJ?-r^. -r^V^T, IS#?&fJSlCi»3i'D-r:>i^&2 
EiSDigU ClHBfiHT^f^ (HATe*A>^T5y 
y^^'J >*l*l^fc«») , 2 0BttiE«^«S«Effl-r 
30 ^) » ^^bTaViSi#«©S«)^nfct)0?£Sic-erbB 

-2ae^S!fetyi'o-:j-;i/tn:ft:s^/w:/u h-^» 

i:UT®j;T-5<, |^«©;^SSfflt^T, *iCD3^ 

[0 0 17] (4) ^:/;J/P-:>-;i'tt{*:©iiSi 
:/^)7.^>mm £2,6, 1 0, 1 4-9-hy;f'^}V^> 
^"ffsy (Pristane) 0. 5m 1 ^^KKftJ^-^U 2® 
m^WTS) Ufc8~l Offl^©-7'>X*;fcttX-H-7 
•?X»C, (3) -C#enfctn[c-erbB-2ae^«#(^y;5' 

40 /i'D-:)-;l'*i«:S^A<:/U F-viBillia2 x i o"- 

5X1 o'iMBa/iE&KErta«-r5. i o~2 1 bt 

SHU. jg'Cj^^ai (3.000rpm, 5^^) bTHJg^JSKS* 
^, 40~50%6SK7>^:i':7AT;S«fU DEAE— fe 

7rn-x*^A. :/D7^'f>A-^»^Aa&5Vitt-k)V 

D7/"f >GSL2 0 0 0 (^fti^I^ttS) ©*^A 

[0 0 18] $i«:©U-yi^^X©Stj£tt, -^"07.=^ J ^ 
50 n-±)V^^9-(\^>!f^vV (•tf-1';;<'>haS) 
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(4) 

5 

Stt, D-'J-|**<tt;280nji-r©!l!yt«J;t)i[WUT 

[0 0 19] (5) /U7.^->y^ yi^^n^o^m 

Immunol . ) . 131. 2895 (1983)) SDim 

It, 4tK$n«Fab'-S-NBSy;l'i'n-7h^77-f-T i<? 

jKc-erbB-2ae^g(fe^y D-:?-;i/gi<^©F(ab' )» 7 
7 i'^t > h 'b'^tt D Dim iI(DS7CS!l?feffl V^TjStC U 

[0 0 2 01 Fab'-S-NBtFab'-SH£l : ITjg^U » 
[002 1] 20 

( 6 ) n-( ^ V ^m^nnM'mnm 

(5) Tf^»3nfc;NM7.<->7-^ s/i'taft^tthU^ 
/^«:fe J; CA:-e rbB-2 itfe^ S«llH4iaBBa t ©S^Stt S it 

{«L#S^Kv::i3.7>»k E.Harlow. D.LanetS, 
Cold Spring Harbor LaboratoryTd, 1988^) 1S.E\Zii. 

[0022] 

(7) n^7.^i/-y^ v^W^<o^im^- 1 - 

k h*l«JfilU ^•t;i'V-^'-SfflViTCD4|SttT 
«Blia<£iJ-fatU JiCD3gtft:t-f >^'-a'f^>-2(IL-2) 50 
©#ftTTiS«-r-S2:tlcJ:OU>ms«ttfl2 (OT 

CD4* '\;W'?-/^ 5 -Hfflia i:« 1 CrtfgiS l/:rcc-erbB-2Jt 
r tic J; DStB>65a*SiB-i-5. 

[0 0 2 3] 

(8) ;WX'<^7^ yi7tt«:ottliJg^*- 2 - 
S«D4*'s;V/^-/:^7-aBliatc-erbB-2ite^^ig!) 

[0024] 

[llig^] 

(1) f!i«;«}^t^^S^lg<og|${ 

6a<^BALB/cV«i7;^(C, c-erbB-23i^]g4&€rS55S3Sb 
TVi^t h9ijSaBI^SK-BR-3(ATCC##HTB30)*5ll X 1 0 

' aajia/'iHi?£»i!iRrtts:4*3ir;)«ertS-^»c i 0 1 iiig 50 



!^MSF5-l 7 0 6 6 7 

5 

tll§, WeiHllS^Ufc. ISJiS»l!ISSj:DSJlilL, -t© 
JfiltSgi{t:flli«S3Kfiift« (Ji*fc^»^:^i7;K E.Har! 
ow> D.Laneti, Cold Spring HarborLaboratoryTO, 1988 

^fcSO *-ca!»rt, t:>-feyh-CS<U )S'i>^>«t (1, 
200rpB. 5 5» bfcSI> ±?SSJiT, hUX-ififb7> 
^-•^AJS (PH7.65) T?l~2^)-TOatg^J(a«SI^* 

[0 0 2 5] (2) •^^T.'mwmfnmi 

8 - 71f i^7->iSttT':7X#tlHaiilia«5P3-X63-Ag865 

3SiE«^«ii?«su aiieis^i^c2 X i o'&ioas 

[0 0 2 61 (3) /w:/u H-VWf^iS 

±8B (1) T^enfcv^/xiPfiBBiiatiffi (2) T#e. 

nfc#SlfiiSBBatSl 0 : Uca:5<k5ig-&U S'L>^ 
HI (l,200rpm, 5J» Lfc^, ±«*itT. itiSLfciffl 

x.^vy9^)n-)\-\.m (PEG-1.000) 2 g, m 

EM^«2m l;fe<fct;>'>l5";VX;U*=t^->H0. 7ni I 
©SfKO. 2~iml/i o«v>>:^8$ifflSa*ioA, i~ 

2 5i-MttCMEM^«fil~2ml SI&lHimfca, ME 
M^%SftlAT:iA*i 5 0ml j;^^^^. 

(900rpm, ±iiSrJ#T, l05^*^KiHiie 

?>-t>*»fciMBaSHAT^%l 0 Om 1 *fC!KStfc. 

[0 0 2 7] ::oKJsa«*9 67t««ffl:/w-Hci 0 
Otf i/;?tT-r)ii'ffiU sJSCOj-f >+3L'<-^- 

tt>, 37"CT710~14B ra^HUrc, «§IJ:»*tSK-B 
R-3iffl8ai:EJi6:i/, c-erbB-2»e^BI«fe&^SbT^i/5: 
liNIH-3T3 (ATCC##CRL1658) t liK^S b;^ ^7 x 

-r:>-i/S»DjgUT, ftc-erbB-25ie^a«Jt/i'D 

[0 0 2 8] JIO/W::/"; H-'=?'SER-4(Dg*-rSt/ 
D-:^;^Si;^t:SER-4tt, c-erbB-2fie^igi^S5!SU 
TVi^t h^jSaBSSKATOIII (ATCCS^HTB103), t h:*: 
BSiifflBSLS174T (ATCC#-^CL188) , ^irXv^T-fflgSN 
IH-3T3tc-erbB-2ae^?£^AU, c-erbB-2ae^S'Kl 
*il!^S-rs±5fciiiofcMBaA4-15t!S<Sl5l/. c-e 
rbB-2«e?S!g} L/TVi VI V XfflflaNIH-3T3, 
V'i:7:^ajJ!aNIH-3T3iCBJrasJte^S#AL/fcfflBaRASc 
D. *5i;i:/b h BifflEU >3^-v-iSB)!aDaudl (ATCC#^ 
CL213) ttt^<S«:Ui^*^t3fc. SiCD3t y 
gi*t:3ViTtt, ^tt*£S^f «.;w:/u H-voKT- 

3 (ATCCS^CRLSOOl) SATCCJ: O^XLfc, 
[0 0 2 9] (4) tyiro-:J-;u^ft©Sii 

:/'jx^'>sasufc8a'^^-Hitv>:7xt±i2 (3) 
•x?#enfc/w:/u H--7«c5~i 0x1 o'aaaa/E 
*-en-?ngiiov«>;^tc)gErta«bfc. io~2ib 
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(5) 



5-170667 



8 



^7.1^^. )e**SJR (i~8mi/EE) \.. mL^^m (3. 

OOOrpm, LTSmSrl^tfc. 

[0 0 3 0] ^/i'D-:J-;Hn;^*:*ngG©t€«, 
nfeK^^lK^A-y^r- (1.5M^U>'>-3M NaCl, 
pH9) ■rSW^:?'D5"'f >A— fe7TO--;^*5A (7 

r~ (O.lMi'X^K PH4.0) TlgGH^J'&^mbfc. 
mmW&Vci-V^}^h.Q. SMi&^UnbfcPBSTT* 

[0 0 3 1] ln:#:cDi}-:/i'7X<&v'>xty 
fii**::$'-f t:>i^4^<y h-eft^Ufctr^, c-erbB-2ite 
^it!^t^T-5*/ n-:?-;Hfi#:SER-4lilgGl. CD3 

it. 

[0 0 3 2] (5) n^7.^i^y^ v^^^oi^m^ 

^y^n-:J-;V'giWKT-3*'^7'>/> Ci'i^V(Sigma)tt 
miMi/X>ffiA*y7r-(pH4.1)4», 3 7*0^2 

sKSJStt. IM NaHCOj *Jn^TpH<£ 8 K±lf S Z.ti\Z^ 
D<9±^-9:ifc. Sfc. t/i'n-:h;l.tn;ft:SER-4». -> 

iDgton)afO -CSbM EDTA£-&tl0.1MStKnv77— 
(pH5.5)'t', 3 7"CT?3^ra5!iabTF(ab')>:7^^}^;»( 
>h^£iiSUit, ^©B^S*S(4ail^?S«lOBMlc;4^J; 

fC L T# Snfc 2 acDF (ab' ) » 7 5 > h ^-^-n-^tl 

[0 0 3 3] ^/i'D— :?-;i'ti^f«KT-3CDF(ab')2 7^i'' 
;*>h«-0.5inM DTTTSfta-, pH7.5-eS!igibM7cbfc. « 
TcK^Stt. DTNB (ftJISiaSBM) 1?f?±$-&, ^^LfcF 
ab'-S-NB<&y;l'i7DThif^:7-f-Tf*itLfc. ^y'i' 
U-i-)V^mE¥.-4(D¥ (ab' )i 7 7 h 0 0. Sin 
H DTTSffltsTJlTcL, Fab'-SH&yjPi'DV hif^^W 
-TfirfiLfc. Fab'-S-NBtFab'-SH£l : lTii-&L. 



F(ab')«<&yjl'i'0-7hi/77-<--e*«U AWX'^ 
[0 0 3 4] 

(6) A*'fX'<->7^'^/i'ft#©Sl£:tt©fllig 

-erbB-2®e?^*^AL. c-erbB-2iteTSife^ig%S 
-rsj;5fc;fto/hiMfiaA4-i5tci*-r5±S (5) Tf^S 

± D ^^tz.. S^tttt^ D— h ;* h U -(FACScan) 

[0 0 3 51 Sttfl^;D4*'\;i'A-/=^^5-iMB&»r^bT 
tt. =^JOU — ^-;i'$iftOKT-3i:yt'f -< ^tt 

t/i'D-:J-;Ugi#SER-4HSl&L*;A>-3 



n-:?-;WJifli:0KT-3ttE>6:l/;^Aiofc. dci^fc. 
S$n;tmX'<v7>C ^'i'Si«:ttCD3IH4»J >Ai$tc 

-erbB-2ae?ii®S*iiiteoW*fe:RiS-r2.«ttA«ab 

[0036] 

( 7 ) /NM 7.^'yy ^ V i/^W(r>wm^^- 1 - 

ett<fcCD4*'\;Wt-/^^7-ilffliKt"Cr-egi§5Ufcc-er 
1<? bB-2Jiei'i£'feKttiW)!a* 2 0 : KDVcM-^n^ 

4^W««U 5Ei£ifflia*^ejl»r^"Cr©;^J>v-i^ 

^ 3 Hlr^f J; 5 ICc-erbB-2fie?;SigjSiiSS!S UTVi 
^SVll, A4-15, KATOIII, lSn4KD^mmt^mzjm 
hfc. c-erbB-23te^a#(S5!SbTV>7S:ViNIH- 
3T3, RAScD, Daudi©§WBa^4^at^t'JEML/i*»o 
&, 
[0 0 3 7] 

^ ( 8 ) T.^v'y ^ V i;^W(DWmm^- 2 - 

m^{cf:M*^)vn-/^y-mM2 X 1 o^fit^as 
ii^2xi Q* m^n-i T.^-yy ^ V ^^^(Xdii s) t 

tt>t?g-&L, BALB/cX-HV^/XtC&T^fflUfc. ^ 
©i^*. ||40C^-rj;5t. c-erbB-2ae^gf^SSf 
%aUTVi5)Ba]@A4-15 (04-A) tLS174T (04-C)T 
tt, gttfl:CD4*'\;W^-/^^-ai)Bi:A*'fX^->7^ 
5/ iB*--&t>*fc t ^ ©^(^JffiSJ^tS 

30 mib^nU-IS^-Dtz.. c-erbB-2ite^S!^*S!ab 
TVi;S:V^ifflBaRAScD (B4-B)Ttt. fmM. ^tt-fbCM* 

[0 0 3 8] 

[%eg©^«] ^mm\zi:n\-im<Dmm\z^^u^c-er 
bB-2se^]S'^t/ □-:^;^g^{^i:^riCD3^ y a- 

:J-;PSt#*^ 5 !^ -5 AW X V 7 t/tft^ SSttT 
[SH©fS*)5:BiW] 

40 [Hi] matt, n-ix^'>y^y^mi^<Di^mm 

©StBSSa^f. 

[02] ®2 0tt, JU^.^i^y^yi^^i^tm^ib 

CM*^)W^-/^^-mm MA) :fej;y:Sil^A4-15 

(BIB) t0Rf!^^m^mim~^m^, yu-^-{ v:^ 

hiJ-(FACScaii)T?«l«rUfcieilS^-r. a;Si#:*S 

#:0KT-3*Ki5Sii:fcttr®/^5'->. ci^Vi^n- 
:J-;l^gi«:SER-4i&Sl&$ii:fca:^©A3'->. d ; A'-f 
X'^v'^^ 5/^ttft:4K^$-&fct^©A3'->. 

5<7 ms] m3m\t. JUT^^i^y^y^^^ommm 
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(6) 



[04] f^4m\t, /u:^^i^y^yi^m»^(D^m 



#M¥5- 1 7 0 6 6 7 



10 



mi] 



im2] 



anti CD3 anti c-erl)B-2 
F(ab')z F(ab')2 




IDTT IDTT 
2DTNB * 




S-NB 



HS4 




[03] 



Target c-crb-BZ 
cells cjcpresslon Q 



20 40 6D 



100 
~~1 



NIH-3n- No 

SnX Yes 

A4-15 yes 

RAScD No 

KATOm Yes 
Daudi 

LS174T Yes 



m 



1 



(7) 



i^H¥5- 1 7 0 6 6 7 



[04] 




(5i)int.ci.5 mm^ ffnmmm^ fi ^mn^mm 

C 1 2 N 15/06 

C 1 2 P 21/06 8214-4B 
21/08 8214-4B 
(C 1 2 P 21/08 
C 1 2 R 1:91) 
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